Linkage of the TG and PLAT loci to each other can be excluded up to a recombination fraction of 0-005. These relatively small recombination fractions are converted into essentially equal genetic map distances by applying any of the commonly used mapping functions that allow for interference. The smaller range of exclusion associated with both linkage tests involving the PLAT marker is attributable to the smaller sample of subjects at this locus and the occurrence of fewer informative heterozygotes among those subjects sampled.
Discussion
The results of this linkage study exclude a significant portion of chromosome 8 Linkage analysis was performed using the computer programme M-link4 and penetrance assumed to be complete for this purpose. In the case of unaffected relatives, only those over the age of five years were included because of the uncertainty as to when cafe au lait spots are manifested.
Results
The table gives the physical localisation and the results on the various genetic markers used in the present study; the DNA probes D19S9 and C-Mos were uninformative. The remaining 17 markers all showed significant evidence against linkage. In no case was there any evidence of heterogeneity when the family results were reviewed individually.
Discussion
These results exclude VRNF from a significant proportion of the genome. Our previously published work on chromosome 19 has been confirmed and extended by Pericak-Vance et al,5 so that VRNF can now be confidently excluded from this chromosome.
Chromosome 20 is also now excluded in view of Although the VRNF gene has not been localised, the combined data have already excluded significant areas of the genome and illustrate the value of collaborative studies to maximise information. In future, one needs to concentrate on the genomic regions which have not been studied. Pooling of data will also allow the detection of possible genetic heterogeneity in VRNF.
Localisation of the VRNF gene to a specific chromosome will be a significant advance towards isolation of the gene. Closely linked markers will not only be useful for assessing the status of the subject at risk for the disease but will also be able to provide prenatal diagnosis for at least a proportion of those families who request this.
